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We also draw the Examiner's attention to the attached comments which have been 
provided by applicant's foreign agent. 

Patent application PCT WO98/53803 (ASTRA) studies the effect of the nature of the 
hydroxypropyl methylcellulose (HPMC) on the release of omeprazole in a oral pharmaceutical 
formulation with enteric omeprazole coating and proposes the use of a low-viscosity HPMC, of 
a certain quality grade (with a certain cloud point) in the manufacture of an oral pharmaceutical 
formulation with enteric coating that contains, as an active ingredient, a compound selected from 
the group formed by omeprazole, an alkaline salt of omeprazole, the (-) enantiomer of 
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omeprazole and an alkaline salt of the (-) enantiomer of omeprazole, whose formulation 
comprises (i) a nucleus which contains the active ingredient and optionally a compound of 
agents) and over said active nucleus (ii) an enteric coating layer which contains said low 
viscosity HMPC and (iii) an enteric coating layer . The formulation described in this patent 
application is different from that claimed in this patent application because, among other things 
it is not a formulation for modified release and the pellets are different (the pellets that contain 
one or more intermediate layers formed from an inert non-alkaline water-soluble polymer and 
from another inert non-alkaline water-insoluble polymer, in which the variation of relative 
proportions between the two polymers may modulate the rate of liberation of the active 
ingredient, are not exemplified). 

The patent application PCT WO00/27366 (ASTRAZENECA) studies the effect of the 
nature of hydroxypropyl cellulose (HPC) on the release of omeprazole in an oral pharmaceutical 
formulation with enteric coating of omeprazole and proposes the use of an HPC of a certain 
quality (in particular, with a certain cloud point), in the manufacture of an oral pharmaceutical 
formulation with enteric coating that contains, as an active ingredient, a compound selected from 
the group formed by omeprazole, an alkaline salt of omeprazole, one of the pure enantiomers of 
omeprazole and an alkaline salt of one of the pure enantiomers of omeprazole, whose formulation 
composes (i) a nucleus that contains the active ingredient and optionally a compound of alkaline 
reaction, along with one or more excipients (binding agents, fillers and/or disintegrating agents) 
and, over said active nucleus (ii) a separating layer that comprises said HPC of certain quality 
and (in) an enteric coating layer. The formulation described in this patent application is different 
from that claimed in the LDE patent application because, among other things, it is not a 
formulation for modified release and the pellets are different (the pellets that contain one or more 
mtermediate layers formed from an inert non-alkaline water-soluble polymer and from another 
inert non-alkaline water-insoluble polymer, in which the variation of relative proportions 
between the two polymers may modulate the rate of liberation of the active ingredient, are not 
exemplified). This patent application was published on a date (18.05.00) after the priority 
claimed in this patent application (13.09.99). 

U.S. patent US 6,077,541 (ANDRX) studies the possibility of simplifying the procedure 
for the preparation of enterically coated omeprazole pellets and proposes a omeprazole dosing 
form consisting of a capsule that contains some pellets consisting of (i) an inert nucleus, (ii) an 
actxve layer that surrounds said inert nucleus constituting the active ingredient, a surfactant a 



filler, a pharmaceutical^ acceptable alkaline agent and a binding agent, and (iii) a coating layer 
that surrounds said active layer that consists essentially of an enteric coating agent and an aid for 
inert processing, in which the coating layer is applied directly over the active layer without prior 
application of an intermediate separation layer between the active nucleus and the enteric coating. 
The resulting formulation does not contains an intermediate separation layer, it is stable and 
bioequivalent with other omeprazole formulations that contain an intermediate layer of separation 
between the active ingredient and the enteric coating. The formulation described in this patent 
is different from that claimed in the LDE patent application in that, among other things, it is not 
a modified release formulation and the pellets are different (protection of omeprazole through 
the creation of an alkaline environment, absence of intermediate modified release layer(s)). 

The patent application PCT WO00/12064 (ANDRX) studies the possibility of 
simplifying the procedure for the preparation of enterically coated pellets of omeprazole. It 
proposes the use of lysine or arginine as a pH stabilising agent and provides a stable 
pharmaceutical composition of omeprazole for its oral administration that essentially consists of 
(a) a nucleus of omeprazole or a pharmaceutical^ salt thereof, a filler and an alkaline agent 
selected from between lysine and arginine, and (b) a single coating layer over said nucleus that 
comprises a layer of an enteric coating agent applied through the use of a system based on an 
organic solvent. The resulting formulation does not contain an intermediate separation layer 
between the active nucleus and the enteric coating, it is stable and bioequivalent with other 
omeprazole formulations that contain an intermediate separating layer between the active 
ingredient and the enteric coating. The formulation described in this patent application is 
different from that claimed in the patent application LDE in that, among other things, it is not a 
formulation for modified release and the pellets are different (protection of omeprazole through 
the creation of an alkaline environment due to the action of lysine or arginine, absence of 
intermediate layer(s) of modified release). This patent application was published on a date 
(09.03.00) after that of the priority claimed in this patent application (13.09.99). 

The European patent application EP 0 960 620 Al (RANBAXY) addresses the problem 
of developing a stable oral pharmaceutical composition of a pyridylsulphinyl benzimidazole 
derivative free of alkaline compounds and provides a solution that comprises the use of a 
vinylpyrrolidone polymer as a stabilising excipient of the benzimidazole compound and so the 
resulting composition does not require the use of any alkaline agent to prevent the degradation 
of the active ingredient. The specific compositions exemplified in this patent application differ 



from the pharmaceutical formulation of this patent application in that, among other things they 
are not modified release tablets nor are they formed from pellets consisting of a mixed inert 
nucleus, or coated nucleus, with the active ingredient. This patent application was published on 
a date (01. 12.99) after the priority claimed in this patent application (13.09.99). 

U.S. patent US 5,817,338 (ASTRA) addresses the problem of provided tablets that 
compnse units arranged in the form of enterically coated layers that contain omeprazole that may 
be manufactured without the compression process significantly affecting the properties of the 
entenc coating. The solution provided consists of a tablet dosing form of multiple units that 
contain at least one excipient for tablets and a set of pellets that contain an active ingredient 
selected from among omeprazole, an alkaline salt of omeprazole, one of the pure enantiomers 
of omeprazole and an alkaline salt of one of the pure enantiomers of omeprazole, each pellet 
bemg coated with at least a layer of enteric coating that comprises a plasticiser agent in a quantity 
lying between 20 and 50 % by weight with respect to the enteric coating layer with the aim of 
minimising the reduction in resistance to acids of the units, enterically coated, arranged in layers 
after compression to obtain the tablet. The pharmaceutical^ formulation claimed in this patent' 
application differs from the pharmaceutical compositions exemplified in this patent in that 
among other things, the intermediate layer present in the pellets does not contain a mixture of 
inert non-alkaline water-soluble polymer and another inert non-alkaline water-insoluble polymer 
m which the variation of the relative proportions between the two polymers may modulate the 
rate of release of the active ingredient. Assuming that this patent addresses the same technical 
problem as that of the present patent application (taking into account that fact that the dosing 
forms of the multiple units are used for controlled release formulations) it can be affirmed that 
the solution provided in both cases is different and that this patent (although in column 6, lines 
1-17, it states that each separating layer may include ethyl cellulose (EC) and HPMC and 
mixtures thereof) does not even mention that the mixture of an inert non-alkaline water-soluble 
polymer and another inert non-alkaline water-insoluble polymer, in one or more intermediate 
separation layers, may be responsible for the controlled release active ingredient, or that varying 
the relative proportions of the two polymers the release rate of the active ingredient may be 
modulated. 

U.S. patent US 4,786,505 (AB HASSLE) addresses the problem of provided stable oral 
Pharmaceutical preparations of omeprazole and the solution that is proposed is an oral 
Pharmaceutical preparation that comprises (i) a nucleus that comprises an active ingredient 
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selected from omeprazole and a compound of alkaline reaction, an alkaline salt of omeprazole 
and a compound of alkaline reaction, and an alkaline salt of omeprazole (alone), (ii) an inert 
coating that is soluble in water or that disintegrates quickly in water and comprises one or more 
layers of materials selected from among excipients for compression and film-forming 
compounds, and (iii) an external layer that contains an enteric coating. The pharmaceutical 
formulation claimed in this patent application differs from the pharmaceutical compositions 
exemplified in this patent in that, among other things, the intermediate layer present in the pellets 
does not contain a mixture of an inert non-alkaline water-soluble polymer and another inert non- 
alkaline water-insoluble polymer, in which the variation of the relative proportions between both 
polymers may modulate the rate of liberation of the active ingredient. 

The patent application PCT W098/52564 (CIPLA) addresses the problem of providing 
stable oral pharmaceutical preparations of benzimidazole and the solution that is put forward is 
based on the use of a moisture-resistant coating that surrounds the nucleus that contains the active 
ingredient, said moisture-resistant coating containing at least a hydrophobic material, for 
example, a polyalkylsiloxane, castor oil, mineral oil, isopropyl miristate, stearic acid, ketyl 
alcohol or similar, optionally together with a binding agent that may be a hydrophobic or 
hydrophilic material. In Example 23 (page 18) a formulation is described comprises 
polyvinylpyrrolidone (PVP) and HPMC; however, in said composition, the mixture formed by 
PVP and HPMC does not form part of an intermediate layer that surrounds the nucleus or an 
active layer. This patent application does not mention or suggest that the pellets contain one or 
more intermediate layers formed by an inert non-alkaline water-soluble polymer and another inert 
non-alkaline water-insoluble polymer, in which the variation of relative proportions between both 
polymers can modulate the rate of release of the active ingredient. 

The patent application PCT W099/48498 (GEA) addresses the problem of providing new 
stable oral pharmaceutical formulations of derivatives of benzimidazole and the solution that is 
proposed is based on the incorporation of the active ingredient without using water or an organic 
solvent, through the use of the fused coating technique to provide preformed nuclei, such as inert 
nuclei, with a coating layer that comprises an active ingredient, a disintegrating agent and a 
surfactant in a matrix of a fused coating substance that essentially consists of one or more 
glycerol and fatty acid esters. The pharmaceutical formulation provided by this patent 
application includes an intermediate layer, between the internal layer that contains the active 
ingredient and the external layer that contains an enteric coating, suitable for protecting the active 
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ingredient from degradation by the ingredients of the enteric coating, that contains, for example, 
HMPC, HPC or PVP, along with, optionally, a layer of a fused coating substance constituted 
essentially of one or more glycerol and fatty acid esters, and, optionally, auxiliary agents. This 
patent application was published on a date (30.09.99) after the priority claimed in this patent 
application (13.09.99). 
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